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1614 




The MAIUNG DATE of this communication appears on the cover sheet with the correspondence address - 



J_ MONTH(S) FROM 



Period for Reply 

A SHORTENED STATUTORY PERIOD FOR REPLY IS SET TO EXPIRE 
THE MAILING DATE OF THIS COMMUNICATION. 

- E * e " sion f^ under the provisions of 37 CFR 1 .1 36 (a). In no event, however, may a reply be timely filed 

after SIX (6) MONTHS from the mailing date of this communication. 

- If the period for reply specified above is less than thirty (30) days, a reply within the statutory minimum of thirty (30) days will 

be considered timely. 7 

- If NO period for reply is specified above, the maximum statutory period will apply and will expire SIX (6) MONTHS from the mailing date of this 

communication. ** 

- Failure to reply within the set or extended period for reply will, by statute, cause the application to become ABANDONED (35 U S C § 1 33) 

- Any reply received by the Office later than three months after the mailing date of this communication, even if timely filed, may reduce any 

earned patent term adjustment. See 37 CFR 1 .704(b). 7 

Status 

1 ) □ Responsive to communication(s) filed on 

2a) □ This action is FINAL. 2b) K This action is non-final. 

3)D Since this application is in condition for allowance except for formal matters, prosecution as to the merits is 
closed in accordance with the practice under Ex parte Quayfe, 1935 CD. 11; 453 O.G. 213. 
Disposition of Claims 

4,K Claim(s) i^2_ . is/are pending in the application. 



4a) Of the above, claim(s) 



5)K Claim (s) 21-32 and 34-40 



6)53 Claim(s) 7-5, 7-14, 16-20. and 33 



7) (x) Claim(s) 6 and 15 

8) D Claims 



is/are withdrawn from consideration. 

is/are allowed. 

is/are rejected. 

is/are objected to. 



. are subject to restriction and/or election requirement. 



Application Papers 

9)D The specification is objected to by the Examiner. 



is/are objected to by the Examiner. 



is: a)D approved b)D disapproved. 



10)D The drawing(s) filed on 

1 !)□ The proposed drawing correction filed on 

12) D The oath or declaration is objected to by the Examiner. 
Priority under 35 U.S.C. § 119 

13) D Acknowledgement is made of a claim for foreign priority under 35 U.S.C. § 1 19(a)-(d). 
a)D All b)D Some* c)D None of: 

1 . □ Certified copies of the priority documents have been received. 

2. □ Certified copies of the priority documents have been received in Application No. 



3. □ Copies of the certified copies of the priority documents have been received in this National Staqe 
application from the International Bureau (PCT Rule 17.2(a)). 
*See the attached detailed Office action for a list of the certified copies not received. 
14)D Acknowledgement is made of a claim for domestic priority under 35 U.S.C. § 119(e). 



Attachment(s) 

1 5) O Notice of References Cited (PT0-892) 

1 6) Q Notice of Draftsperson's Patent Drawing Review (PTO-948) 

Information Disclosure Statement(s) (PTO-1449) Paper No(s). 4 



18) O Interview Summary (PTO-413) Paper No{s). 

1 9) D Notice of Informal Patent Application (PTO- 1 52) 

20) □ Other: 



U. S. Patent end Trademark Office 

PTO-326 (Rev. 9-00) 
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DETAILED ACTION 
Claims 1-40 are presented for prosecution on the merits. 



Information Disclosure Statement 
Applicant, Motion Disclosure Statement received Sep. 29, 2000 has been considered in 
part, i.e. US patents only. The remaining references wil. be considered once the parent file 
becomes available to the Examiner. 

Claim Rejections - 35 USC §112 
The claims .0, .9, 25, 3,, 39 are rejected under 35 U.S.C. § 1.2, firs, paragraph, because the ■ 
specification does not enable any person skilled in the art to which i, pertains, or w«h whtc ,, - 
most nearly connected, to use the invention, becuse the specification does no, providence 
,ha, ,he claimed biological material are (1) known and readily available to the pubhc; (2) 
reproducible from the written description. 

a It is unclear if a cell fine which produces an antibody having the exact chemtcal 
identity of 26-.0 is known and publicly available, or can be reproducibly isolated without undue 
experimentation. Therefore, a suitable deposit for patent purpose, is suggest Wtthou, a 
publicly available deposit of the above eel, line, one of ordinal skill in the art could no, e 
assured of ,he ability ,o practice the invention as claimed. Exact replication of: (1) the Canned 
cell fine (2) a cell line which produces the chemically and functionally dis,inc, antibody clatmed; 
and/or (3) ,he claimed antibody's amino acid or nucleic acid sequence is an unpredicable even,. 

b For example, very differen, V„ chains (abou, 50% homologous) can combme w,h 
,he same V K chain ,o produce antibody-binding si.es with nearly ,he same size, shape, antigen 
specificity, and affinity. A similar phenomenon can also occr when differen, V H sequence 
combine wi,h differen, V K sequences ,o produce antibodies wn,h very similar properties The 
results indicate that divergent variable region sequences, both in and ou, of the complementary 
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determining regions, can be folded to form similar binding site contours, which result in similar 
immunochemical characteristics. [FUNDAMENTAL IMMUNOLOGY 242 (William E. Paul, 
M.D. ed., 3d ed. 1993)]. Therefore, it would require undue experimentation to reproduce the 
claimed antibody species 26-10. Deposit of the hybridoma would satisfy the enablement 
requirements of 35 U.S.C. § 112, first paragraph. See, 37 C.F.R. 1.801-1.809. In evaluating the 
facts of the instant case, the following is noted: 

It is apparent that the monoclonal antibody 26-10 is required to practice the claimed 
invention. As a required element, it must be known and readily available to the public or 
obtainable by a repeatable method set forth in the specification. If it is not so obtainable or 
available, the enablement requirements of 35 USC 112, first paragraph, may be satisfied by a 
deposit of the hybridoma which produces this antibody. See 37 CFR.l .801-1 .809. 

In addition to the conditions under the Budapest Treaty, applicant is required to satisfy that all 
restrictions imposed by the depositor on the availability to the public of the deposited material will 
be irrevocably removed upon the granting of a patent in U.S. patent applications. 

Amendment of the specification to recite the date of deposit and the complete name and 
address of the depository is required. As an additional means for completing the record, applicant 
may submit a copy of the contract with the depository for deposit and maintenance of each 
deposit. 

If the original deposit is made after the effective filing date of an application for patent, the 
applicant should promptly submit a verified statement from a person in a position to corroborate 
the fact, and should state, that the biological material which is deposited is a biological material 
specifically identified in the application as filed, except if the person is an attorney or agent 
registered to practice before the Office, in which the case the statement need not be verified. See 
MPEP 1.804(b). 
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If the deposit is made under the provisions of the Budapest Treaty, filing of an affidavit or 
declaration by applicant or assignees or a statement by an attorney of record who has authority 
and control over the conditions of deposit over his or her signature and registration number 
stating that the deposit has been accepted by an International Depository Authority under the 
provisions of the Budapest Treaty and that all restrictions upon public access to the deposited 
material will be irrevocably removed upon the grant of a patent on this application. This 
requirement is necessary when deposits are made under the provisions of the Budapest Treaty as 
the Treaty leaves this specific matter to the discretion of each State. 

If the deposit is not made under the provisions of the Budapest Treaty, then in order to 
certify that the deposits comply with the criteria set forth in 37 CFR 1.801-1.809 regarding 
availability and permanency of deposits, assurance of compliance is required. Such assurance may 
be in the form of an affidavit or declaration by applicants or assignees or in the form of a 
statement by an attorney of record who has the authority and control over the conditions of 
deposit over his or her signature and registration number averring: 

(a) during the pendency of this application, access to the deposits will be afforded to the 
Commissioner upon request: 

(b) all restrictions upon the availability to the public of the deposited biological material 
will be irrevocably removed upon the granting of a patent on this application: 

(c) the deposits will be maintained in a public depository for a period of at least thirty 
years from the date of deposit or for the enforceable life of the patent of or for a period of five 
years after the date of the most recent request for the furnishing of a sample of the deposited 
biological material, whichever is longest; and 



(d) the deposits will be replaced if they should become nonviable or non-replicable. 
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Amendment of the specification to recite the date of deposit and the complete name 
and address of the depository is required. As an additional means for completing the record, 
applicant may submit a copy of the contract with the depository for deposit and maintenance of 
each deposit. 

If a deposit is made after the effective filing date of the application for patent in the 
United States, a verified statement is required from a person in a position to corroborate 
that the biological material described in the specification as filed is the same as that 
deposited in the depository, stating that the deposited material is identical to the biological 
material described in the specification and was in the applicant's possession at the time the 
application was filed. 

Applicant's attention is directed to In re Lundak . 773 F.2d. 1216, 227 USPQ 90 (CAFC 
1985) and 37 CFR 1.801-1.809 for further information concerning deposit practice. 



Claim Rejections - 35 USC § 103 

1. The following is a quotation of 35 U.S.C, 103(a) which forms the basis for all obviousness 
rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set forth in 
section 102 of this title, if the differences between the subject matter sought to be patented and the prior art are 
such that the subject matter as a whole would have been obvious at the time the invention was made to a person 
having ordinary skill in the art to which said subject matter pertains. Patentability shall not be negatived by the 
manner in which the invention was made. 

2. The factual inquiries set forth in Graham v. John Deere Co., 383 U.S. 1, 148 USPQ 459 
(1966), that are applied for establishing a background for determining obviousness under 35 
U.S.C. 103(a) are summarized as follows: 

1 . Determining the scope and contents of the prior art. 

2. Ascertaining the differences between the prior art and the claims at issue. 

3. Resolving the level of ordinary skill in the pertinent art. 

4. Considering objective evidence present in the application indicating obviousness or 

nonobviousness. 
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3. Claims 1-5, 7-14, 16-20, 33 are rejected under 35 U.S.C. 103(a) as being unpatentable 
over Haupert ,Jr. in view of Montali et al. and Cordle et al., 4,897,465. 

Haupert discloses methods for isolating hypothalamic inhibitory factor( HIP), said methods 
comprising the following: bovine hypothalami was thawed, homogenized and extracted in 
methanol:water. Then, HEF was initially separated using lipophilic gel chromatography and further 
purified using successive cation and anion exchange chromatographies as the solid phase 
extraction technique. Next, an affinity chromatography step was performed on the HIP extract 
followed by a reverse phase HPLC chromatographic purification step. The HIF was purified to 
homogeneity. Please refer to col. 6, line 65 to col. 7, line 10; col. 15, lines 55-58; col. 16, lines 

37-41; col. 17, lines 7-56. 

Haupert does not disclose using diafiltration or immunoaffinity chromatography as purification 
and isolation techniques, yet the Examiner refer to (1) Cordle et al., which discloses known 
techniques, such as diafiltration, for concentrating protein components, wherein the diafiltration 
may be batch or continuous. Please see col. 1, line 67 to col. 2, line 1 1. It would have been 
obvious to one of ordinary skill in the art to substitute the initial chromatography method of 
Haupert with the diafiltration method of Cordle because Cordle teaches that diafiltration reduces 
the filterable components in a retentate and thus results in a highly purified concentrate. Please see 

col. 1, line 67 to col. 2, line 11. 

Haupert also does not specifically disclose using immunoaffinity chromatography as the affinity 
chromatography technique, yet, for this feature the Examiner refers to Montali et al., which 
discloses a method for purifying endogenous digitalis-like factor, i.e. HIF, wherein said method 
involves using an immunoaffinity chromatography system of high affinity antibodies bound to 
Sepharose. Please refer to the abstract submitted herewith. 

It would have been obvious to one of ordinary skill in the art to substitute the affinity 
chromatography purification step of HIF in Haupert with the immunoaffinity chromatography step 
in Montali because both Montali and Haupert establish that affinity chromatography and 
immunoaffinity chromatography are essentially equivalent techniques for purifying and isolating 
HIF. The courts have held that "the substitution of one known equivalent technique for another 
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may be obvious even if the prior art does not expressly suggest the substitution". Please see Ex 
parte Novak . 16 USPQ 2d 2041 (BPAI 1989). Thus, the Examiner respectfully submits that 
modification of Haupert to use diafiltration and immunoaffinity chromatography techniques would 
have been motivated by the reasoned expectation of successfully isolating and purifying EOF. 

With respect to the types of chromatography columns used and the types of elution solutions, 
these are art-recognized result-effective variables and it would have been obvious to one of 
ordinary skill in the art to optimize them in the prior art. 

Claims 6 and 15 are objected to as being dependent upon a rejected base claim. 

Allowable Subject Matter 
Claims 21-32, 34-40 are free from the prior art because the prior art does not disclose 
Applicant's claimed methods which use tangential diafiltration techniques. 



Conclusion 



Any inquiry concerning this communication or earlier communications from the examiner 
should be directed to Cybille Delacroix-Muirheid whose telephone number is (703) 306-3227. 
The examiner can normally be reached on Tue-Fri from 8:30 to 6:00. The examiner can also be 
reached on alternate Mondays. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Marianne Cintins, can be reached on (703) 308-4725. The fax phone number for this 
Group is (703) 308-4242. 

Any inquiry of a general nature or relating to the status of this application or proceeding 
should be directed to the Group receptionist whose telephone number is (703) 308-0196. 



CDM 

April 20, 2001 




Cybille Delacroix-Muirheid 
Patent Examiner Group {gflg 



